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REMARKS/ARGUMENTS 
By this Amendment, claim 27 is amended and claim 46 is added. Claims 39-45 have 
been withdrawn from consideration pursuant to a restriction requirement. Claims 27-46 are 
pending. 

Citations to the Specification are directed to U.S. Patent Application Publication No. 
2006/0240050 (Surman et aL). Support for the amendments^^^ claims can be found 
throughout the Specification as filed, and specifically: suB|jg||§§Qr the limitation "for oral 
administration" in claim 27 can be found in I[0001]; suppijpfar n^^^im 46 can be found in 
^[0023 J. No new matter has been added by this amer 

Favorable reconsideration is respectfully jj$$|pSted in view of the forSHfeg amendments 
and the following remarks- 
Applicants hereby affirm their prior election* 
reserving their rights under 35 USCl^MytP file a 
claims. 

ejecti 

d 

is respec®ily traversed. 

ant's llSfarLs are directed to an aqueous composition 
as sodium phosphate/sodium hydroxide, for a 
ropylene glycol. 



Claims 27-33, 
Eishun(JP 10-175 

The Examim 
comprisin^ h j^B^ip% 
pH ofJf|p^etting 

pie Examiner af: 





Tse of Group I, claims 27 to 38, 
d application for the nonelected 



102(b) as being anticipated by 



un teaches an aqueous composition comprising of: 0.5% 



clozapirie^ifing the abstraWknd [0014]); buffers, such as sodium phosphate, for a pH of 7.4 
(see abstracf^^^tting agg|»t s>uch as propylene glycol (citing the abstract). Additional 
disclosures includ^^^i^ium chloride solution (citing the abstract), which allegedly reads on 
water; emulsified (d'fiff; [0013]); suspending agents, such as carboxymethyl cellulose (citing 
[0011]). 

However, in Verdegaal Bros, v. Union Oil Co. of California, 814 F.2d 628, 631, 2 
USPQ2d 1051, 1053 (Fed. Cir. 1987) (MPEP 2131), the CAFC set forth that "laj claim is 
anticipated only if each and every element as set forth in the claim is found, either expressly or 
inherently described, in a single prior art reference". In the instant case, not every element of the 
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claims is present in the Eishun (JP 10175865) mference. 

The instant claims are directed to a physicochemically stable aqueous composition for 
oral administration comprising clozapine in suspension, wherein the pH of the composition is 
maintained in the range of about 6 to about 11. In contrast to the claimed clozapine composition 
for oral administration, the Eishun (JP 10175865) reference describes a solution (i.e., not a 
suspension) intended for application to the eye (i.e., not oral ^^Mstration) of up to 0.5% 
clozapine. It is known in the art that clozapine is unsuitable J^^H guilating as a solution due to 
its very low solubility. While a solution of clozapine may'^^prop^^ for use in the eye, due 



to the sensitivity of the tissues in the eye and the n< 
low solubility in water makes a solution of cloz^^p&practicable for oral 
the larger does necessary for oral admini$tration. 1 ^^^xampl 
Reference (Physicians' Desk Reference. 55th ed 
2159), a target dose of clozapine is ^^^-^600 mg 
mg/day (see PDR at 2158). As disclo^in^feiejck In 
Whitehouse Station, NJ, 20Qjj^448), the H*£ht/w«! 



addition, the European 
water..." (i.e., < 0. 
solution at pH 7 wou 





of using Iow'gi^s of clozapine, the 
|||istration due to 
rding to the Ffpiicians Desk 
J: Thomson PDR; 2001:2155- 
, and may reach as high as 900 
erck Index. 13th ed. Merck: 
!Htpa25°in water is <0.0l%. In 
that cloilpine is "...practically insoluble in 



» around neutral; therefore the solubility in a 



get dose a patient would be required to drink 
6 liters) and a patient on 900 mg of clozapine per day would 



l^ishun refere 
reconsideratii 



rs), which is impracticable. 




Accordingly, 



does hot teach every element of the claims. 

i 

of the rejection is respectfully requested. 
Rejection under 35 USC § 103 
Claims 27-38 *phd rejected under 35 U.S.C. 103(a) as being unpatentable over Eishun 
(JP 10-175865) in view of Honma et al (US 6,569,903), Ali ct al (US 5,521,222) and Horlington 
(US 4,425,346). This rejection is respectfully traversed. 

The Examiner sets forth that Eishun teaches an aqueous composition comprising of: 0.5% 
clozapine (citing the abstract and [0014}); buffers, such as sodium phosphate, for a pH of 7.4 
(see abstract); wetting agents, such as propylene glycol (citing the abstract). Additional 
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disclosures include: 0.9% sodium chloride solution (citing the abstract), which allegedly reads on 
water; emulsified (citing [0013]); suspending agents, such as carboxymethyl cellulose (citing 
[0011]). 

The Examiner admits that Eishun does not teach using preservatives, such as 
methylparaben; glycerine, NaOH buffer, and xanthan gum, but argues that Honma teaches 
ophthalmic compositions with commonly used preservatives, sug 
(citing '903 at col. 7, line 62-65), which is methylparaben; is 




lethyl-hydroxybenzoate 
agents, such as glycerine 




and propylene glycol and polyethylene glycol (citing 'SSpPat otw. line 55-59); sodium 
hydroxide buffers for adjusting pH (citing '903 at col^^^^ 40-42). 

The Examiner argues that Ali teac^^B^thalmic compositiol 
preservatives, such as methylparaben (citing '2 
which reads on isotonizing agents disclosed in HonrrE 
the amount of 0.1-10% (citing '222 ^t^^^^J^ 13-16) 
'222 at col. 3, line 35), and that Horl^^t^fe^ppht 
suspending agents, such as^i^£xymethyl^lulo; 
15-18). — 

The Exantinig®rgucs that i^ould hav^|een obvious to the person of ordinary skill in 
rho art at the time i T e i^s^nUon^^ld 1 ^^^^ incl^^rate preservatives, such as methylparaben; 
glyceri ne, f fer > ^&M^^n gurh^^^hun's composition, alleging that the person of 

/e been motivated to make those modifications, because the 



mmonly use 
8); tonicity ^pfeting agent, 
glycerine and propylene glycol in 
buffering to a pH of 7.2 (citing 
compositions commonly use 
an gbm (citing 346 at col. 6, line 



in 

ives would ext 



avouf 




tie srararfe of the composition; the glycerine and xanthan gum are 
function^«|^ivalents of p^&ylene glycol and carboxymethyl cellulose used in Eishun; and 
adjusting pffWag acid/bas^btiffers, such as NaOH, are well-known. The Examiner argues that 
the person ofonmwslj|W the art reasonably would have expected success because these are 
all commonly used ingjplients in ophthalmic compositions. 

The Examiner admits that the references do not specifically teach adding the ingredients 
in the amounts claimed, but argues that the amount of a specific ingredient in a composition is 
clearly a result effective parameter that a person of ordinary skill in the an would routinely 
optimize. Optimization of parameters is a routine practice that would be obvious for a person of 
ordinary skill in the art to employ and reasonably would expect success. The Examiner argues 
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that it would have been customary for an artisan of ordinary skill to determine the optimal 
amount of each ingredient to add in order to best achieve the desired results. The Examiner 
argues that, absent some demonstration of unexpected results from the claimed parameters, this 
optimization of ingredient amount would have been obvious at the time of Applicant's invention. 

However, the claims are patentable over the combination of Eishun in view of Honma, 
Ali, and Horlington for the following reasons. The frame woriUoHKe objective analysis for 
determining obviousness under 35 U-S.C 103 is stated in G ^^^mmJ ohn Deere Co -> 383 u s * 
1, 148 USPQ 459 (1966), Obviousness is a question of laW^ld on^^^lying factual inquiries. 
The factual inquiries enunciated by the Court are a^|Pl6w$: (A) Detlr|fejitig the scope and 
content of the prior art; and (B) Ascertaining the^ 
the prior art; and (C) Resolving the level of ordic 
facie obviousness of a claimed invention, all the cla 



w$: (A) DeDei 
mces between the 
lin 



the prior art. In re Royka* 490 F.2d 9! 
in judging the patentability of that clainf 



(CCPA 1970). MPEP 
person of ordinary sfcil. 
invention does- (K± 
The claims 
administrati|MM,€^tfnprisirf 






It is imp 
it field 



S^linvention and 
inent ait. To^^blish prima 
s must be taught or suggested by 
rds in a claim must be considered 
Wilson, 424 F.2d 1382, 1385 
at would have prompted a 



ents in the way the claimed new 
gCt. 1727,^40 (US 2007)). 

coc stable aqueous composition for oral 

tin, wherein the pH of the composition is 
n theT^^pf ao^^ to about 11. As set forth above, in contrast to the claimed 
suspension corffi^itiori^^^ral administration, the Eishun (JP 10175865) reference 
solution (noifgjt suspension) intended for application to the eye (not oral 
ozapine, and it is known in the art that clozapine is unsuitable for 
oral administration due to its very low solubility. As set forth 



adrninistratidinlrfup to 0.5^ 
formulating as a%8&t 
above, the Eishun re 



ice is not practical for making an oral solution, and the deficiencies of 

the Eishun reference are not addressed by the combination with the Honma, Ali, and Horlington 

references, because the instant claims are directed to stable oral formulations of clozapine. 

The Honma reference discloses ('903 at col. 2. lines 16-22, emphasis added): 

It is an object of this invention to provide an ophthalmic composition with as 
low side effects on the heart as possible, more specifically, to provide a 
composition whose side effects on the heart are sufficiently suppressed and 
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which is capable of promoting tear secretion. It is another object of this 
invention to provide a composition which is able to increase protein 
concentration secreted in tears. 

Accordingly, the Honma reference does not teach or suggest an oral suspension 

formulation of clozapine. 

With regard to the Ali patent, it discloses ('222 at col. 1, line$l|P^6, emphasis added): 

This invention relates to ophthalmi c phaj^^fccal vehicles and 
compositions comprising the vehicle and a pl^^pfeufflfeUy active drug in 
which the vehicle comprises a charged ^^^^ and cllj^tely charged 
electrolytes or molecules, hereinafter refeo^^' collectively al|^ectrolytes ,, , 
which can be administered as a drop an^^^m instillation, gel. 



Clearly it 
topical! 
level of 
of tetraa2aS 





Accordingly, the Ali patent does not te 
formulation. 

The deficiency of the Eishun, 
the Horlington patent The Horlington 
added): 



suspension 

not cured by combination with 
1. 1, lines 18-25, emphasis 



an agent whicb could be applied 
d glaucoma without an unacceptable 
L found that the optical administration 
jc e$e$ban reduce the intra-ocular pressure 
Die level of side effects such as pupil 



jjordingly, the I^UingtonHjStaeiit does not teach or suggest an oral formulation of 

clozapine "^^ippension. 

In addiSfjik the Exa^Spfer must determine what is "analogous prior art" for the purpose of 

analyzing the obvi<^^^pff the subject matter at issue. MPEP 2141.01(a). Her, the ophthalmic 

solutions of the EishujnTHonma, Ali, Horlington references are not analogous art to the claimed 

suspension of clozapine for oral administration. It is known in ihe an that suspensions may 

cause irritation when applied to the eye, as disclosed in U.S. Patent No. 4,558,066 (Watcrbury), 

which teaches (col. 22, lines 58-61): 

Suspensions have the advantage of more extended action and the disadvantage 
that it h difficult to avoid the presence of a few particles which are large 
enough to cause irritation. 
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Therefore, oral suspensions are not analogous to ophthalmic solutions. 

In addition, since none of the Eishun, Honma, Ali, Horiington references disclose or 
suggest a physicochemically stable aqueous composition for oral administration comprising 
clozapine in suspension, wherein the pH of the composition is maintained in the range of about 6 
to about 11, the combination of the patents does not and cannot disclose or suggest these 
limitations. 

Furthermore, there is no motivation for one of skill inJ^H^p alter lhe teachings of the 
Eishun reference or the Honma, Ali, or Horiington patent^^^iv(^^|e claimed method, and 
no reasonable expectation of success. The combinatk^Fthe Eishun r^l^^ce and the Honma, 
Ali, or Horiington patents does not teach or so^^^Jl the claim limitat^^mecifically the 
combination does not teach or suggest stable ^^^uspensjj^^imulations onlpfeapine, and 
therefore, since the combination of the references d °^^^^^lose or suggest these limitations, 
there is no motivation to combine the ^fefi^s to reachi 
success. 

Accordingly, reconsjrjtamtion and ' 

For at leasJtJ|^reasons s||||orth abd'Skit is respectfully submitted that the above- 
identified application'^^ con^^^^^^lowl^. Favorable reconsideration and prompt 
allowance ia&l&S^Mrns al^i^^lrfully i 

ff?er^5lft|ye that anything further is desirable in order to place the 
(iditidr^^Lallowance, the Examiner is invited to contact Applicants* 
shone number listed below. 

Respectfully submitted, 

CAESAR, RIVISE, BERNSTEIN, 
COHEN & POKOTILOW, LTD. 




limitations, and no expectation of 
ctiSB^s respectfully requested. 



May 17, 2010 



By. 



Please charge or credit oar 
Account No. 03-0075 as necessary 
to effect eniry and/or ensure 
consideration of this submission. 



Joseph R Murphy 
Registration No, 58.313 
Customer No. 03000 
(215) 567-2010 
Attorneys for Applicants 
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